I[NTRODUCTION]{.smallcaps} {#sec1-1}
==========================

Eosinophilic ulcer of the mucosa is an uncommon self-limited oral condition that clinically manifests as a solitary ulceration with elevated indurated borders affecting tongue, buccal mucosa, or lip with pathogenesis still unclear, however, it may resemble malignancies, traumatic ulcerations, and some infections such as deep fungal infections, tuberculosis, and primary syphilis. Histological findings are characteristic and consist of eosinophilic-rich mixed infiltrates accompanied by the population of large mononuclear cells whose origins have been a matter of a debate, mostly thought to be corresponding to histiocytes, myofibroblasts, or activated lymphoid cells.\[[@ref1][@ref2][@ref3][@ref4]\]

Eosinophilic ulcer also has been referred as traumatic ulcerative granuloma with stromal eosinophilia, traumatic eosinophilic granuloma, traumatic granuloma, and ulcerative eosinophilic granuloma.\[[@ref4][@ref5][@ref6][@ref7]\] In infants, usually on the ventral surface of the anterior tongue secondary to trauma from newly erupted primary teeth, the eosinophilic ulcer is referred as Riga--Fede disease.\[[@ref8][@ref9][@ref10]\]

We present a patient with eosinophilic ulcer affecting the right cheek mucosa.

C[ASE]{.smallcaps} R[EPORT]{.smallcaps} {#sec1-2}
=======================================

A 40-year-old male was referred to oral surgery speciality at HCF Dental Centre, Sydney for opinion and treatment of a chronic ulcer. The patient stated that the lesion had first occurred 6 months back which had increased in size and giving him more discomfort. He was apparently fit and well and not on any medications.

Clinical examination revealed a large ulcer in the right buccal mucosa adjacent to tooth number 18. The ulcer was about 4 and 5 cm with the grayish pink base and indurated margins \[[Figure 1](#F1){ref-type="fig"}\]. Tooth number 18 was buccally inclined and difficult to clean. There were no palpebal lymph nodes. The patient did not recall any trauma to cheek in the past.

![Clinical photograph showing indurated ulcer on the right buccal mucosa](NJMS-6-237-g001){#F1}

He visited a dentist initially about 6 months back with the symptom of pain and discomfort in that region to be looked at. The patient was diagnosed as temporomandibular joint pain on the right side and was advised symptomatic treatment. There was no mention of any ulcer which might have been missed during the first visit. Subsequently, the area did not get better and he visited again to be checked after 5 months. Then, he was diagnosed as a chronic ulcer and got referred to oral surgery.

Considering chronicity of the ulcer and its indurated margin it was decided to have an excisional/incisional biopsy and the removal of tooth number 18 which could have been a causative factor for trauma. The patient decided to seek the second opinion where he was advised the same line of treatment.

He decided to have a biopsy and removal of the tooth under general anesthetic. After removal of tooth number 18, the exposure of ulcer was good and an excisional biopsy was performed with safety margins. The area was sutured primarily. The postoperative period was uneventful and the wound healed within 3 weeks without any complications \[[Figure 2](#F2){ref-type="fig"}\]. A follow-up of a year showed no recurrence or abnormalities.

![One-week postoperative photograph after excisional biopsy](NJMS-6-237-g002){#F2}

Microscopic examination revealed the extent of ulceration, and all sections presented similar histologic features. The surrounding epithelium was intact and well differentiated though slightly hyperplasic. The cellular infiltrate within the submucosal tissue consisted predominantly of eosinophils with a few scattered lymphocytes, plasma cells, and lymphocytes \[[Figure 3](#F3){ref-type="fig"}\].

![Histopathological features presence of fibroprulent membrane and dense lymphocytic infiltrate (H and E)](NJMS-6-237-g003){#F3}

The inflammatory infiltrate included numerous mast cells, particularly in the corium adjacent to the hyperplastic epithelium. The infiltrated tissue was well vascularized. No atypical cells or signs of granulomatous infiltration were seen \[[Figure 4](#F4){ref-type="fig"}\]. A follow-up of a year showed no recurrence or abnormalities \[[Figure 5](#F5){ref-type="fig"}\].

![Histophotomicrograph showing no atypical cells or granulomatous infiltration](NJMS-6-237-g004){#F4}

![Clinical photograph after 1 year](NJMS-6-237-g005){#F5}

D[ISCUSSION]{.smallcaps} {#sec1-3}
========================

Eosinophilic ulcer of the oral mucosa is also known as traumatic ulcerative granuloma with stromal eosinophilia, oral traumatic granuloma, traumatic ulcer, or eosinophilic ulcer of the tongue. It usually affects older adults but may occur at any age, including children, and may or may not be painful. It often occurs on the lateral tongue but may also be seen in gingival and other areas of oral mucosa. It usually appears as a sharp, punched-out ulcer, often with a surrounding pale indurated rim that is, clinically suspicious for malignancy. There may be exuberant polypoidal pyogenic granuloma-like granulation tissue.\[[@ref1][@ref2][@ref4][@ref11]\]

It may be present for weeks and may or may not be painful. Multiple ulcers may occur, either simultaneously or recurrently. These ulcers are often self-healing but many may persist for weeks or longer.

The cause is usually unknown but there is often an association with trauma (hence the term "traumatic ulcer"), particularly in younger patients in relation to newly erupted teeth.

Microscopically there is usually (as in this case) a deep ulcer with associated dense acute and chronic inflammation extending into deep underlying tissue, sometimes involving voluntary muscle. The infiltrate includes numerous lymphocytes and eosinophils, together with some normal histiocytes. Large, atypical, CD30-positive mononuclear cells may be present in some patients, raising the possibility that these lesions may be part of an evolving CD30 + lymphoproliferative disorder.\[[@ref2][@ref10][@ref12][@ref13]\] Further investigations may then be indicated to exclude this possibility, depending on clinical evaluation, and any relevant history.

In some cases, as in the current patient, there is surrounding epithelial hyperplasia with atypia that may mimic malignancy, both clinically and histologically. However, especially in a longstanding ulcer, the atypia is more likely to be reactive in nature.\[[@ref5][@ref6]\]

Pathologically, the differential diagnoses include squamous carcinoma or lymphoma, as noted above. Viral infection, such as due to herpes or Epstein--Barr virus, may also cause oral ulceration. Other less likely differential diagnoses include the granulomas of mycobacterial, or deep mycotic infection, or tertiary syphilis. Smaller ulcers may be seen in autoimmune disease (e.g., Sjogren\'s syndrome), granulomatous cheilitis, and Crohn\'s disease.\[[@ref3][@ref13][@ref14][@ref15][@ref16]\] The clinical and microscopic features together with special stains for micro-organisms and immunohistochemical markers should assist in distinguishing these conditions.

Most simple ulcers of the oral cavity do not contain significant numbers of eosinophils and the reason for their presence in this type of lesion is unknown. They may be due to released tissue toxins or other reactants.\[[@ref14][@ref15][@ref16][@ref17]\] Eosinophils may be present in a variety of cutaneous and gastrointestinal conditions, often related to allergic, parasitic or drug-related causes, or as part of a systemic eosinophilia. However, in the most cases of oral eosinophilic ulceration these conditions are not evident.

The ulcers often spontaneously heal after the biopsy. However, recurrence is common, particularly if there is persistent trauma. Where there is associated atypical epithelial hyperplasia, clinical follow-up is important to exclude the possibility of developing malignancy, as in this case.

Despite the similarity in terminology, the eosinophilic granuloma is clinically and microscopically a distinct condition, being related to or a subtype of histiocytosis-X or Langerhans cell histiocytosis. This type of lesion is unusual in oral mucosa but does have a predilection for the bones of the jaw, more often the mandible, where it may cause a localized ragged zone of destruction.\[[@ref4][@ref18][@ref19][@ref20]\] The disease may be localized to a single site (then called "eosinophilic granuloma") or may manifest as a part of a systemic histiocytosis involving several different organs, such as bone (as above), skin, lymph nodes, spleen, lungs, gastrointestinal tract, and other areas. Histologically these lesions show diffuse interstitial infiltration by large atypical histiocytes with accompanying eosinophils.\[[@ref11][@ref21]\] The presence of an eosinophilic granuloma or a similar histiocytic lesion is, therefore, an indication for further investigation to exclude systemic disease.
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